(a) To examine the clinical effect of spectinomycin hydrochloride* in patients with acute uncomplicated gonorrhoea; (b) To test the antibiotic sensitivity of the gonococcal strains isolated from the patients before and after treatment; (c) To compare the antibiotic sensitivity of gonococcal strains isolated from patients and their contacts.
Material and methods
Altogether 136 strains of N. gonorrhoeae were isolated from 113 patients, 61 males and 52 females; 134 were pretreatment isolates and two were post-treatment isolates from one patient. Methylene blue stained smears from the urethra in males and from the urethra and cervix in females were examined. Where intracellular diplococci were demonstrated, the patients were treated immediately with Trobicin. In the other cases, Trobicin was given after N. gonorrhoeae had been found by culture. Specimens of secretion were taken on charcoal impregnated cotton-wool swabs from the urethra, cervix, and rectum when possible. The swabs were transported in solid Stuart's medium (Reyn, Korner, and Bentzon, 1960; Ringertz, 1960) to the Neisseria Department, Statens Seruminstitut, Copenhagen, for culture and determination of antibiotic susceptibility. The dosage of Trobicin was 2 g. (ml.) intramuscularly in males and 4 g. (ml.) intramuscularly in females. The trial was carried out early in 1971. Sensitivity to penicillin, tetracycline, dihydrostreptomycin, and spectinomycin dihydrochloride pentahydrate was examined by the plate-dilution method. The results are given as 50 per cent. inhibitory concentrations (IC50) (Reyn, Bentzon, and Ericsson, 1963) . Since most known to be less sensitive to penicillin taken at random from those sent to the Neisseria Department for sensitivity determination in 1971.
MICROSCOPY V. CULTURE Intracellular diplococci were found by microscopy in 56 (92 per cent.) of 61 males with acute, uncomplicated gonorrhoea. The remaining five cases were diagnosed by culture, four from the urethra and one from the rectum. Gonorrhoea was diagnosed by microscopy in 35 (61 per cent.) of 52 female cases. All cases diagnosed by microscopy were confirmed by culture. In females, gonococci were found more frequently in specimens from the cervix than in those from the urethra. Table I shows that gonococci were cultured from the urethra in 37 (71 per cent.) cases, from the cervix in 50 (96 per cent.) cases, and from the rectum in 20 (37 per cent.) cases. In one patient gonococci were cultured from the rectum only, and in another from the urethra only. aOne of these was examined after treatment with tetracycline (Table   III) The patient who was not cured, and who denied the possibility of re-infection, was a male who was re-examined 1 month after treatment. Gonococci were demonstrated in urethral material by both microscopy and culture. Since the result of the susceptibility testing to Trobicin was not available at that time, he was re-treated with 2 g. Trobicin, and 2 weeks later gonococci were again demonstrated by microscopy and culture. He was treated and cured by tetracycline, three negative cultures being obtained after this treatment. For practical reasons, only routine sensitivity testing (to penicillin, streptomycin, and tetracycline) was performed when the positive cultures were obtained. Testing to Trobicin was postponed until later. Therefore, it was not realized until then that the sensitivity of the patient's gonococci, which was high (IC50: 7.5 ,ug./ml.) before treatment, was very low in the two cultures taken 1 month and 6 weeks after treatment. It will be seen from (Reyn and others, 1963) in only 107 of the first pre-treatment isolates.
CULTURES FROM DIFFERENT SITES IN FEMALES
The remaining six strains did not grow satisfactorily on the control medium without antibiotics, the reproducibility on repeated testing was relatively poor, and the strains were inhibited by low concentrations of all the antibiotics employed.
The IC50 values of the pre-treatment isolates ranged from 2-2 to 12.6 ,ug./ml. Trobicin, forming a one-peak distribution with the highest number of strains at about 7 tg./ml. The IC50 values for 36 of the 37 supplementary strains ranged from 6-3 (Reyn, Korner, and Bentzon, 1958; Reyn, 1961) The estimates tally well with similar estimates centages would be as shown in the lowest line of obtained previously (Reyn and Bentzon, 1963) . Table V. It should be emphasized, however, that the range It will be seen that the percentages of strains less of IC5, values observed for Trobicin is narrow in sensitive to penicillin and tetracycline or resistant to relation to that observed for penicillin. Therefore, streptomycin among the 'Odense strains' are lower the IC50 values of Trobicin observed do not permit than for the S and D strains from the whole country any decision to be made as to identity or nonand are also lower than the estimated percentages identity between two consecutive strains isolated Schmidt and Larsen (1962) with respect to penicillin and tetracycline.
Discussion and conclusions Cornelius and Domescik (1970) found no failures among 108 men treated with 2 g. spectinomycin hydrochloride and only four among 100 women treated with either 2 or 4 g. Labowitz, Porter, and Holloway (1970) found that 80 per cent. of 55 patients followed-up after treatment were cured. Platts (1970) (Reyn and others, 1963) . The IC,0 values for the rest of the strains ranged from 2.2 to 12*6 jig./ml., with nearly half at about 7 p.g./ml., while the values for 36 of the 37 supplementary strains were from 6-3 to 10.0 jig./ml., with half of these at about 9 ,ug./ml. Using a slightly different plate-dilution method, Pedersen and others (1972) found a MIC range from _ 4.0 to 16 ,ug./ml. with a peak at about 8 ,ug./ml. Duncan and others (1972) observed a MIC range of 5 to 15 ,ug./ml. with the majority at 10 to 15 jig./ml. It was reported recently by Levy, Wicher, and Rose (1972) that the MIC and MBC (minimum bacteridical concentration) were very close in the sixty strains examined with Trobicin; 83 per cent. of the strains had values between 5 and 10 ,ug./ml., and the total range was from 2.5 to 20.0 ,tg./ml. The manufacturers state that 'most strains have minimum inhibitory concentrations of 7*5 to 15 ,ug./ml.'. Thus the peak of IC50 values found in the present study was at the same level as that of the MIC found by others, the IC50 values corresponding to the killing of about 90 per cent. of the inoculum only. The different media used may explain the slightly different results.
Neither Pedersen and others (1972) nor Duncan and others (1972) observed any significant difference between the distribution of MICs in pre-treatment isolates from patients not cured by spectinomycin and in those who responded to treatment.
Both groups of workers found a positive correlation between the inhibitory values of penicillin and those of spectinomycin. A weak positive correlation between the inhibitory values of penicillin and Trobicin was also found in the present study. However, the three strains resistant to Trobicin (two post-treatment isolates and one random strain) were very sensitive to penicillin. In the supplementary series of strains less sensitive to penicillin, the inhibitory values of Trobicin were fairly narrowly distributed.
In spite of the positive correlation observed between Trobicin and penicillin sensitivity and the fact that resistant strains do occur, it is concluded that spectinomycin can be considered as a valuable alternative to penicillin and other drugs used in the treatment of gonorrhoea. It is unlikely that patients harbouring strains less sensitive to penicillin will be more difficult to cure with Trobicin than those infected with strains sensitive to penicillin. 
